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ln Chapter 1 we discussed difficulties with regard to the assessment of depressions, the views
which underly possible and accepted classification rules, and current definitions. The main
theme was that the (neo-)Kraepelinian credo that depressions can be categorized in clinically
well delineable, discrete nosological classes does not seem very realistic. This credo underlies
most research into possible biological determinants of depressions and forms the basis of the
cunently widely accepted classification system 'DSM-lII(-R)' - which was critically
commented upon. Categorical (syndromal) classification systems were contrasted with the
possible alternative to characterize mental disturbances along psychopathological dimensions
(e.g., 'degree of depression'). It was argued that the classical 'endogenous' or'vital' depression,
which in particular would involve biological disturbances, cannot be distinguished clinically
from a (dimensionally) severe depression.
The chapters 2, 3 and 4 contained six published studies which intended to throw light on
possible biological determinants of depressions. The studies concerned severely depressed
inpatients, often diagnosed as endogenous. Although more implicitly than explicitly, the
'categorical' view on depressions was implied in the studies of chapters 2 and 3, while a
dimensional view was taken in those of chapter 4.
Chapter 2 contained two psychoendocrinological studies. At issue was whether TRH
(thyrotropin releasing hormone), administered by an inhavenous injection (study 1) or by
sfow, continuous infusion (study 2), had an antidepressive effect, and whether this
administration led to a blunted response of TSH (thyroid stimulating hormone). According to
both studies, a short-lasting and very slight antidepressant effect was probable. A lowered
TSH response (on the average) was noted in study I but not in study 2.ln a Postscript, where
a large number of later studies were reviewed, it was observed that: a) any mood-improving
effect ofTRH is not confined to depressed patients; b) a blunted TSH response has been noted
in most studies, but usually in only about 25%o of the depressed subjects (i.e., after an
intravenous injection of TRH, a study like our second one has not been repeated); c) this
percentage does hardly differ from that found in a large number of other psychiatric groups
than depressions; d) the cause of the blunted response is unknown. Acknowledging that some
hormonal (thyroid) disorders are not uncommonly accompanied with depressive symptoms,
the general conclusion was that there are no clear indications for specific disturbances in
(subgroups of) depressions as regards the functioning of the 'HPT-axis', the hormonal systenl
of which TRH and TSH make part.
The aim of the study included in Chapter -l was to find evidence for a decreased central
serotonin and dopamine metabolism in (subgroups of) depressed patients. After the
adrninistration of probenecid ('the 8 h probenecid test'), concentrations in lumbar
cerebrospinal fluid (CSF) of 5-HIAA and HVA were measured (the major metabolites of
serotonin and dopamine) as well as, both in CSF and blood, concentrations of tryptophan and
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patients (32 diagnosed as not having an affective disorder).'Ihis total group was subdivided in
various ways according to diverse categorical criteria. No comparison of the subgroups
showed a significant difference. At variance with assertions in some recent reviews, an
extensive study of the literafure did not yield that measurements of these concentrations, with
or without probenecid prefreatment, have been indicative of a specific decrease of central
serotonergic or dopaminergic neurotransmission in depressive syndromes. It was noted that
these measurements are very problematic as indicators of any such decrease. It was further
noted that at present often a more complex causal involvement of central neurotransmission in
the pathophysiology of depressions is assumed than a 'simple' decrease in one kind of
neurotransmission, but that such hypotheses are still more difficult to verifu.
Chapter y' contained three studies on the antidepressant effect of a night of total sleep
deprivation (TSD). The first sfudy documented that this effect could be established also when
the patients received no medication, positive expectations were kept minimal and raters of any
antidepressant effect did not know whether a patient had slept or not. As is nearly always
observed, the patients relapsed after subsequent sleep. Overall, the antidepressant effect was
smaller than is found in most studies. It was argued that 'positive expectations' and similar
factors probably contribute to the magnitude of the improvement (Postscript). For an
explanation of the temporary improvement. we submitted that depressed patients are in an
unremitting state of 'over-arousal', and that TSD brings this back to more adequate levels.
Using the scheme 'sleep - TSD - sleep - TSD - sleep'during two weeks, TSD was applied
in the second study in two conditions: in random order, a) while the patients stayed up in a
dimly l it room (week l), b) while they were exposed to bright l ight (week 2).The bright l ight
condition seemed to lead to a slightly more prolonged antidepressant effect of TSD than the
din light condition, but the immediate effects during the night of TSD and on the following
day hardly differed. It was concluded that 'exposure to light' during TSD is an implausible
explanation of the antidepressant effect of TSD.
In the third investigation the (self-rated) antidepressant effect of TSD was studied in
relation to the course of self-ratings with respect to several forms of 'subjective arousal'. It
appeared that the antidepressant response was strongly correlated rvith both a decrease of
subjective arousal (less 'tension', more 'calmness') as well as an increase (more 'energy'),
while, uncorrelated with this course, the response took place against a background of (already
previously) increased tiredness/sleepiness (i.e., in this respect, a state of lowered arousal). The
following explanation was offered. The depressed state is a state of 'being stuck' in a
continuing and circular process, where tension and anxiety (the 'over-arousal' side of
depressions) lead to feelings of impotence, l istlessness and lack of energy (the'under-arousal'
side of depressions), and vice versa. The continual preoccupations of depressed subjects with
regard to (usually their own) guilt, incompetence, worthlessness, etc., are closely connected
with this feeling-state of inhibition'. Since a general consequence of TSD is that the active and
crit ical self-regulation of one's mental and behavioural processes lessens, TSD may lead to
'disinhibition', and thereby produce an antidepressant effec,t in depressed subjects. The matrix
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for the response to occur is a certain fatigue of the brain, (partly) reflected in the
tiredness/sleepiness elf-ratings. It seems plausible that in particular the pre-frontat (orbital?)
areas of the cortex are implicated in the disinhibitory response.
ln Chapter 5 it was concluded that the (neo-)Kraepelinian credo has not yielded much up
to now: direct measurements have not produced clear indications of specific biological
derangements in specific 'depression syndromes'. It was argued to be reluctant in positing
hypotheses that some fundamental and specific deficit has to be sought in central
neurotransmission processes; in view of the complexity of these processes, such hypotheses
seem extremely difficult to verify (or falsifr). In correspondence to the discussion in Chapter
1, further arguments are given that a dimensional assessment of depressions is more realistic
and promising than the curuent categorical approach. Some new data are discussed which
seem to fit in well with the theory developed in the third sleep deprivation study.
